KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA,
HJAHHH BBPXY OINIAKOBKATA H JIMCTOBKA



KPATKA XAPAKTEPHCTHKA HA IIPOJAYKTA




1. HME HA JIEKAPCTBEHHA INTPOAYKT

Aunapokyp Hdeno 100 mg/ml uHxkeKUHOHEH pa3TBOp
Androcur Depot 100 mg/ml solution for injection

2. KAYECTBEH H KOJIMMECTBEH CBbCTAB

AKTHBHO BellecTso: Beaka amnyna ot 3 ml cbabpxka 300 mg uunpoTepoHos aueTar (cyproterone acetate) B
MacjeH pa3TBop.

3a MbNHKA CMUCHK HA MOMOLLHUTE BELLIECTBA, BHXKTE Touka 6.1

3. JIEKAPCTBEHA ®OPMA

HHXEeKUHOHEH pasTBOP.
Yuct pasteop, 6€3 BUIWMU YaCTULIM.

4. KJIMHAYHHA JAHHU

4.1 TepaneBTHYHH NOKA3AHHS

[loTHCcKaHe Ha THOHAOTO NPH CEKCYANHH OTKIIOHEHHUA Y MbKe.

3a noruckaHe Ha THOMAOTO NPH CEKCYATHU OTKIOHEHHS NPH MBbXe, UMnpoTepoHor aueTtat 100 mg/m! Moxe
Aa e WU3NOoN3Ba, KOrato APyrd HHTEPBEHLHMH €€ CUMTAT 34 HEMOAXOHALLH,

AHTHaHApPOTeHHa Tepanus Npv HeonepabuiieH KapLHHOM Ha NPOCTATATA.

4.2 [o3HpOBKA H HAYHH HA NPHJIOKEHHE

Ha4yuH Ha NPUIOKEHUE

Unxkexuunre Tpadea ga ce npunarat MHoro 6aeHo. AHApoKyp Jleno ce npuhara caMmo HHTPaAMYCKYJTHO.
HeobxoanMMo € cneunaniHo BHUMAaHHE, 3a Aa ce u30erHe HHTPaBa3alHOTO HHXXEKTHDaHe.

o306 pesicum

Ilomuckane na rubuOomo npu Cexcyanrnu OMKIOHEHUR Y MbIICe

Ob61uaiiHO upes ABLIOOKO HHTPAMYCKYMHO HHXEKTHpaHe ce nocrasd | amnyna AHapokyp Jleno Ha BcekH
10-14 aHn. AKO MO U3KNIOUEHHUE C€ OKaXKE, Y€ ePEKTHT € He3aJ0BOIMTENEH, Ha Bceku 10-14 aHu ce
NPUJIAraT 2 aMnyJim, 1o €4Ha B JIARATA U JACHA YACT Ha CEIaIMILETO.

[poaBIKUTETHOCTTA Ha IGYUEHUETO C LIMNTPOTEPOHOB atieTar Tpabpea Aa ce onpejens uHaAuBHAyanHo. Korato
€ NOCTHIHAT 3a0BOJIUTENICH pPe3y/iTaT, TepaneBTHYHHUAT edekT TpAOBa 1a ce noaabpXka ¢ Hal-HHcKkaTa
Bb3MOXKHa n03a. Koraro ce ripoMeHs A03a WK KOraTo NPpHEMBT Ha LIMITPOTEPOHOB ALIETAT CE
NpeycTaHOBABA, TOBa TpsaOBa 1a ce U3BLPLLIBA MTOCTENEHHO.

3a aa ce crabunuzupa neucOHnaT edext € HeoOXOAUMMO NPOABIKHUTENHO NpHAaraHe Ha Auapokyp Jleno H
MO Bb3MOKHOCT EJHOBPEMEHHO MCHXOTEPANEBTHUHO JICYEHHUE.

Anmuanopozenna mepanus npu Heonepabunes KAPYUHOM HA npocmamama

O\
[lTo | amnysia ceAMHYHO, NPHIOKEHA ABIOOKO HHTPAMYCKYJIHO. . ,% \
JleueHueTo He TpabBa aa ce cnupa ¥ Ao3aTa He TpaAOBa a ce HaMansea ciiell nofaobpeHpe R AN N
PEMHUCHS.




Jonvanumenna unopmayun npu cneyuanrnu 2pynu nayuesmu

AHPOKYp HE ce NpenopbUBa NPy MOMYETA U MJagexH noa 18-roaviHa Bb3pacT, nopaau AMnca Ha JaHHH
3a edukacHoOCTTAa H He3onacHOCTTa MY.

Anapokyp Heno He TpabBa aa ce u3non3sa npeay kpas Ha mybepreTa, ThH KaTO HE MOXKE Aa Ce UIKIIIOYH
HeG1aronpHATHOTO My BIHAHHE BLPXY PAacTeXa M BLPXY HeCTAOWNHUTE B3aUMOACHACTBHA HA EHAOKPHHHHTE
AUIE3H,

ITayuenmu 8 cmapuecka ev3pacm
Hsma naHHH, KOUTO A& Moka3aBaT HeoOXOAMMOCTTA OT KOpPEKLIMS Ha [03aTa [pH NauMeHTH B cTap4ecKa
BBL3pAcT.

llayuenmu ¢ yepnoOpobHu HapywerHus
Ynorpebata Ha Anapokyp Jleno € npoTHBONOKa3aHa NPH NalMEHTH ¢ YepHoapobHM 3abonapanus (Hanp.
aKo MnoKazaTenure Ha yepHoapobHaTa (pyHKLWA He Ce BL3BBPHAT KbM HOPMAJTHUTE NPOABLIUIKUTENHO BPEME).

Iayuenmu ¢ 6v6pevnu napywenus
Hsama naHHu, KOMTO A2 NOK23BAT HEOOXOAHMMOCTTA OT KOPEKUMA HA 103aTa NpH NAaUMEHTH ¢ HuOpedHn
YBpEAKAAHHA.

4.3 [IIpoTHBONOKA3IAHASA

Iomuckane Ha 1ubuOOMO NPU CEXCYATHU OMKTOHEHUA NP U MBIICE

3abonsiBaHUA Ha yepHHUs qpob;

Cunapom Ha Dubin-Johnson, cuHapoM Ha Rotor;

[IpeaulecTrallid WM HAUTHYHKR Y€PHOOPOOHH TYMOPH;

Hanuuue nnu aHaMHe3a 3a MEHUHTHOMA,

Harowurennu 3adongsaHus;

TexKa XpoHWYHA JAENpeCcHs;

AHaMHe3a WIIH aHHH 3a TpoMOoeMOONIHYHH NTPOLECH,

Texbk auaber ¢ NnpoMeHH Ha CbLAOBETE;

CbpnoOBHAHO-KNETHYHA AHEMHA;

CBpBXUYYBCTBUTENHOCT KbM JIEKAPCTBEHOTO BELLECTBO MJIH HAKOE OT MOMOUIHHTE BELIECTBA;

Anmuanopozenna mepanus npu neonepabuiien KapyUKOM Ha npocmamama

e 3abonspaHus Ha YepHUs apob;
e (CungpoM Ha Dubin-Johnson, cuHapom Ha Rotor;

[peniiecTBallld HNH HANUYHH MEPHOAPOOHH TYMOPH (CaMO aKO HE Ca METACTAa3H OT KAPLUMHOM Ha
npocTarara),

Hanuuue v aHaMHe3a 3a MEHHHIHOMa,;

HUarowurenty 3abonasanus (¢ M3KIKOYEHKE HA HeonepabuneH KapLUHHOM Ha NpocTarara);
Texka xpoHHYHA aenpecus;

HaHHu 3a TpoMboembonuuHH npouecu;

CBpbXUyBCTBHTEJIHOCT KbM JIEKAPCTBEHOTO BEIECTBO WIH HAKOE OT NOMOLIHHWTE BELIECTBA,

44 CoenMaJHH npeAynpexACHHA H NPEANA3IHEH MEPKH OPH ynorpeba

Yepen opob

Cpo01uaBa ce 38 AMpEKTHa YepHOAPOOHA TOKCHYHOCT, BKJIIOYBALLA X BJITEHHLA, XENaTHT
HEZOCTaTHYHOCT MPH NAUMEHTH, NpuemMann AHapokyp. Ilpy nosu ot 100 mg u no-rone /
ChLIO TAKA 32 clyuau ¢ aTtaneH kpai. [Topeuero cpobuienns 3a cnyyau ¢ paTaneH Kpa R SRS
C HanpeAHan pak Ha npoctartata. TOKCHYHOCTTA € A030B0 3aBUCHMA U CE€ pa3BUBa OOUKHOEEN

Mecela cie 3anouBade Ha JeueHnetro. Heobxoanumo e aa ce KoHTponupa yepHoapobHaty @




3aMOYBAHE HA JIEYEHHETO, HA PEryJIAPHA HHTEPBA/IH N0 BpeMe HA JIeUeHHUEeTO H BeHara oM Ce MOABAT
CUMIITOMH HJIM NPH3HALH HA XENATOTOKCHYHOCT. AKO XENAaTOTOKCHYHOCTTA CE NMOTBBPAH, IPHEMBT Ha
Anapoxyp TpabBa aa ce npekpaTi, OCBEH B CNy4YaWTe, KOraTo NPHUMHATA 33 YBPEXKAAHETO € ApYyra, Hamnp.
METACTA3H, KATO B TE3H CITy4aH ICUSHHETO MOXE Aa NMPOIB/HKM CaMO aKO OYAKBAHATA M0J3a € No-ronama oT
pHcKa.

B MHOro peakm cnyuyau 400pOKa4e€CTBEHH M B OLIE MO-PEAKH CIIYHaU JOKAYECTBEHH TYMOPH, KOUTO MOTaT
lla 1OBeAAT A0 XUBOTO3acTpalluaBalila HHTpa-abAoMHUHANHA XeMoparus, ca HabnoaaBaHu ciea ynorpebara
Ha AHIPOKYP. AKO c€ MOABAT OIJIaKBaHUA B ropHaTa abgoMHHaNHa o0nacT, yBEeIMUEHHUE Ha YEPHHA Ipob
WM NpU3HALM Ha HHTpaabaoMHHANHA XeMoparus, B qudepeHLUMaHaTa AMarHo3a TpabBa a ce BKIKOUK H

YyepHOAPOOEH TYMOP.

Menunzuom

Cvobiuara ce 3a nosBa Ha MEHHHTHOM (€HHHYEH HMJIH MHOYKECTBEH) BbB Bpb3Ka ¢ ynorpebara Ha
LWMIIPOTEPOHOB aLleTaT, NPeAMMHO B 1034 25 mg U N0-BUCOKH. PUCKBLT OT MEHHMHTHOM pacTe ¢ HapacTBaHE Ha
KyMYJIaTHBHATA 0033 UMITPOTECPOHOR aueTaT (BX. Touka 5.1). BUCOKH KyMyJIaTHBHH JO3K MOraT Aa ce
AOCTUIHAT MNPH NMPOAb/KUTENHA ynoTpeba (HAKONKO roAMHH) WM NPU NO-KpaTKa NMPOABHKHUTETHOCT Ha
BUCOKY AHeBHM ao3u. [laupeHTure Tpabea na 6baat HabnogaBaHM 3a NMOSBa HA MEHUHTHOM CBIIACHO
KIIMHUYHATA MPAKTHKA. AKO MAUUEHT, JIEKYBaH ¢ AHAPOKYp Jleno, € AMarHOCTULIMPAaH C MEHUHTHUOM,
neqyeHueTo ¢ Auapokyp Jleno u Apyry NpoAyKTH, ChABPXKallld LMNPOTEPOH, TpAOBA a ce NpeyCTaHOBH
3aBUHAry (BX. ToMka , IIpoTuBOnoka3aHua™).

ChblUECTBYBAT AOKA3ATENCTBA, Y€ PUCKBT OT MEHMHTHOM MOJXKE J1a C€ HAMAJTH Clie[ NPEKPATABAHE Ha
JICYEHHETO C LIHNPOTEPOH.

Tpomboembonuurnu unyuoenmu

CowobuiaBaHo e 3a nosBa Ha TPOMOOEeMOONHYHH HHLIMAEHTH NPU NAUKEHTH, NpHEMalld AHAPOKYp, HO 38
cera NPpUYHHHO-CIIEACTBEHATa BPb3Ka HE € ycTaHoBeHa. [lauMeHTH ¢ npeaylHY apTepruaiHi WIH BEHO3HM
TpoMO03HW/ TpoMOOeMOOTHYHH HHUHAEHTH (BKI. Ab00Ka BeHO3Ha TpoMbo3a, OenoapobeH eMO0nn3bM,
MHOKapAeH UH(APKT) WK ¢ aHaMHe3a 3a uepedpo-BacKkyapeH WHUHAECHT UKW ¢ HATIPEAHANO 3/10KA4YECTBEHO
3a00n9BaHe, ¢a ¢ NOBULIEH PUCK OT ObaeLd TPOMOOEMOOINYHY UHUHIEHTH.

[Tpu naureHTH ¢ HeonepabuneH KApUMHOM Ha NPOCTATATA, C aHaMHe3a 3a TpoMOBOeMOONHYHY MPOUECH HITH
CTpajawy OT CHPNOBUMAHO-KIIETbYHA AHEMKS WA TEXBK AMAbET CbC 3acaraHe Ha chaoBerte, TpadBa na ce
HanpaBH BHUMATEJIHA NMPELIEHKA HA ChOTHOLLEHHETO PUCK/MON3a NTPH BCEKM MHAHBHAYANEH Cly4ai, npeau
NMpeANUCBaHETO HA AHAPOKYP.

Anemun
JoxnaasaHu ca ciiyuan Ha aHeMHd 1o BpeMe Ha JieueHueTro ¢ Anapokyp. Eto 3aio e Heobxonumo peoBHO
nicieaBaHe Ha Opos Ha EPUTPOLIMTHTE NO BPEME Ha JICUEHHETO,

Hduabemunu

HeobxoamMm e CTPUKTEH MEAULIMHCKY KOHTPO MpH NMAaUMEeHTH, CTpajaliy oT Auaber, Thit KaTo Hy»Xaara oT
nepopanHH aHTUAHAOCTHUHH JIEKAPCTBA MITH HHCYJIMH MOXE [a ¢e NPOMEHH MO BPEME Ha JICUCHHUETO C
WHCYNUH (BHX T. 4.3 [IpoTHROMOKa3aHUA ).

3ampyoneno ouwiane

Moxe f1a ce NOABW YyBCTBO 38 HEAOCTHT Ha Bb3yX NPH JIeUEHHE C BUCOKHM 103U AHApokyp. [1pu
andepeHuHanHaTa AMarHo3a B Te3u cay4an TpadBa aa ce ima NMpeaBHa CTHMYAHpaUIUs ePexT BbpXy
AHLLAHETO H3BECTEH 3a NPOreCTEPOH H CHHTETHYHH NPOreCTONeHH, NMPHUAPYXKEH OT XHMOKANHHUA H
KOMIMEHCATOPHA PECITHPATOPHA aAIKaso3a MPH KOATO Ce CHUTA, Ye HE € HeOOXOAUMO cneLiIMGUUHO JIeHEHHE.
Adpernokopmukanna (hynkuun

[To BpeMe Ha NeHeHHETOo, AAPEHOKOPTHKANHATA yHKLMA TpAOBa fa ce Hacnensa nepuonydiq, WERL L0 \
NpeaKIUHWYHMTE JaHHHW NMPEeAnonaraT Bb3M0XKHa CYNpecHs, bJuKalla c€ Ha KOpTHKOU NS H b eioNfg.
AHapokyp (Buwx T. 5.3 [lpenknMHUYHU AaHHH 3a 6€30MacHOCT). ] A

pyzu cocmornun




KakTo BCHuKH MacTHH pa3tBopH, AHRpokyp Jeno Tpadbea Aa ce MHKEKTHPA CaMO HHTPaMYCKYJIHO H MHOTO
OaBHO. benonpobHara MukpoemMboIHUa Ha MACTHH Pa3TBOPH MOXKE B HAKOH C/IydaHn [1a JOBEAE 0 NPU3HALIM
CUMNTOMM, KaTO Kalllikua, nMcriHes ¥ Oonka B repauTe. Moxe na HMa M ApyrH NpH3HALK U CHMATOMH,
BKJTIOYUTEIHO BA30BaralHy PEaKkLUUH, KaTO HEPa3noNoKEHHE, XMNEepXHAPO3a, 3aMaiiBaHe, NapecTe3ns Win
cuHkon. Te3u peakuuu MoraT Aa ce MoSBAT M0 BpeMe WK HENMOCPEeACTBEHO CAed HHKEKTUPAHETO U ¢a
obparumu. JleueHneTo OOMKHOBEHO € NOABLPKALLC, HAMp. Ype3 MoAaBaHe Ha KUCIOPO.

[lo oTHOLIERHE NOKAa3aHHUETO ,,NIOTHCKAHE Ha NMHOUAOTO NPH CEKCYATHH OTKJIOHEHHA NMPH MBIKE,
HaManaBalMAT TMOMROTO edekT Ha AHAPOKYP MOXe Aa Obe HaMalleH MO BIAHAHHE HA NPHEM Ha aKOXOoJ.

Anopoxyp /leno cvoepirca benzunbenzoam

Toea nexkapctso cbabpxka 1855,8 mg 6eH3nnbeH30aT BLB BCAka aMrlyJ/ia, KOUTO Ca EKBUBAJIEHTHH Ha
618,6 mg/1 ml.

4.5 BiaamoaedcTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH H ApYyrn dopmu HA B3amMogeACTBHE

Brnpeky ue He ca npoBexJaRH KINHHUYHK NPOYYBAHNS 33 JIEKAPCTBEHH B3AHMOACHCTBHA, Clie KaTo
nekapcTBoTO ce Metabonuznpa ot CYP3 A4, ce ouakBa ye KETOKOHA30J1, HTPaKOHA30J1, KIIOTPHMa3oJ,
pyYTOHaBUp M Apyrd HHxubutopn Ha CYP3A4 noTHckat Merabonnima Ha uMnpotepoHos aueraT. Ot apyra
cTpaHa, HHAYKTOpH HA CYP3 A4 kato pudaMnuumt, GeHHTOUH U NPOAYKTH, ChABPXKALLN XBJAT KAHTAPHOH,
MOIAT [la HAMAJIAT HUBATA Ha LIMMPOTEPOHOB aLeTar.

OcHoBaBaHKkH ce Ha in vifro Nnpoy4BaHHA, MOTHCKaHE Ha UUTOXpoM P450 ensumure CYP2CS, 2C9, 2C19,
3A4, 2D6 e Bb3MOXKHO NPH BUCOKH TepanesTHYHH 1034 o1 100 mg Tpu NbTH AHEBHO LIMNPOTEPOHOB ALIETAT.

PUCKBT OT CTATHH-CBbP3aHa MHONATHA WIH pabaoMHONH3a MOXKE 1A C€ YBENHYH, KOraTo HHXHGHTOpH
HMGCoA (cTtatunn), KOMTO NupBOHavanHo ce Metabonusupar ot CYP 3A4, ce npunarar 3aeiHO ¢ BUCOKH
TE€paneBTUUHH 1034 UMNPOTEPOHOB aLeTaT, Thil KaTO MPEMUHABAT NMpPeE3 ChUWHA MeTaboIN3BM.

4.6 @eprauinrer, (PEeMEHHOCT H KbpMEHe
Jleuenuero ¢ Auapoxkyp Meno (3a ynorpeba npu Mbike) € HENMPUNOKHMO MPH KEHH.
4.7 EdexTtH BLpXy cnocobrocTTa 38 mopupane B padoTa ¢ MAINHAK

Tpabea na ce 0OLpHE BHUMaHWE HA NALIMEHTHUTE, YHATO ASHHOCT W3HUCKBA NMO-TOMSIMA KOHLUEHTPALIMS
(Hanp.BoJia4u4 Ha MOTOPHH NpPEBO3HH CPELCTBA, ONEPATOPH Ha MalUMHK), Ye AHApokyp [leno Moxe pa
NpeAU3BHKa yMOpa, HamaltleHa paboTocnocoOHOCT U HApYLICHHS B KOHLIGHTpALIMATA.

4.8 HexeaHu NeKAPCTBEHH PEAKIHH

Haii-yecTo noknanBaHuTe HeXxenaHu nekapcTeeHH peakuuu (HJIP) npu naumedTH, npuemauiy AHAPOKYp ca
HaManeHo NTUOHRO, epekTHIHA AMCPYHKUMA H o6paTHMO HHXHWOHpaHe Ha criepMaToreHe3ara.

Haii-cepuoznure HJIP npyu nauveHTH, npueMauin AHAPOKYP Ca XeNaTOTOKCHYHOCT, 0OpOKAYECTBEHH H
310KAYECTBEHH TYMOPH Ha YEepHHA Ap0o6, KOMTO MOraT Aa AOBEAAT A0 HHTpa-aGooMHHA/IHA XEMOparus U
TpoMOOEMOOIMUHK HHLIMAEHTH.

YectoTHTe Ha NnosiBa Ha roknaasaHuTe 3a AHApokyp HJIP ca 060b1enu 8 Tabnauuara no-gony.
B 3aBucHMOCT OT 4ecToTaTta Ha nosasa, HJIP ce knacudpuuupat B CIEAHUTE MPYNTH: MHOTO HCER
yectH (= 1/100 u < 1/10), Heuectn (= 1/1,000 u < 1/100), peaku (= 1/10,000 u < 1/1,000
1/10,000). HJIP, ycTaHOBEHH caMO MO BpeMe Ha NOCTMAapKETHHIOBOTO HabnoaeHHe H 3 kOb
Moxe Aa Onje onpenenena ce knacupuuupar kato HJIP ¢ HeusBecTHa yecToTa”.




Cuacremno- Mmuoro gecTn HecTH Heuecrn Peakn Maoro peakn | C Heu3pecTH
OparsHa 2 1/10 2 1/100 n< 21/1 000 a< | 21/10 000 n< < 1/10 000 4ecToTa
Kiacaprkanns 1/10 1/100 1/1000
MedDRA
Jlo6poxaue- Menuuruom®* | JJo6poka-
CTBEHH H YECTBEHHU U
3JI0KA9€CTBEHH 3NI0Ka4YECTREHH
HEOIIA3MH YEepHOIpOOHH
TyMOopH*
Hapymenns na AHeMus*
KPBLBTA H
JuamMpnaTA
CHCTEMA
Hapymenns na Peakums Ha
RMYHRHATA CBPBbXYYBCTBH-
CHCTEMA TEJTHOCT
Hapymenns Ba YBenuuaBaHe
meTaboanima H Ha TErJ0TO WK
XPAHEHETO HamanssaHe
Ha TENJIOTO
[IcHxu4unn HamansaBane Henpecnehu
HApYLIERAS Ha THOHOOTO, | MPOMEHH B
Epextunna HACTPOEHHETO
AUChYHKUHA | BeanokoicTBO
(MpexoaHo)
CnaoBu BenoapobHa
HAPYLIeHHAS MacTHa MHKPC
embonusa*
BazosaranHu
peakunu*
Tpombo-
eMOONHYHH
HHUHMAEHTH*'
PecnHpaTopHH, 3aTpyAHEHO
TOPAKAJIHH H adiaHe*
MeJHACTHHAJIH
H HApYIIeHus
I'acTpounTe- Hurpa-
CTHHAJIHH abnomMuHanHa
HApYIEeHAN xemoparus*
Xenarvo- Xenaro-
OunmapuH TOKCHYHOCT,
HAPYINEHHS Kbnrenunua,
XenarTur,
YepHoapobHo
yBpexJaaHe*
Hapymenuns na Ob6pus

KOXa H
MNOAKOXKHA
TbhKAH




CHcTemMHO-
Opar’Ha

KJIacHpuKauns
MedDRA

MHuoro qecrn
2 1/10

YecTH
2 1/100 a<
1/10

HeuecTH
2 1/1 000 u<
1/100

Peakn
2 1/10 000 n<
1/1000

MHoro peakn
< 1/10 000

C HeH3BeCcTH
JecToTAa

Hapymienna #a
MYCKYJIHO-
CKeJICTHATA
CHCTEMA H
CheIHHHTEJ-
HATA TLKAH

Ocreonopo3a

Hapyuiennsa Ha
BL3IIPOH3BO/H-
TEeJIHATA
CHCTEMA H
rbpaaTa

Ob6parrmo
HHXUOKpaHe Ha
cnepMaroreHe-
3aTa

I'uHekoMacTHs

O6mu
HapYUIeHHA H
epexTn HA
MACTOTO HA
NPHJICKEHHE

YMmopa
['opeiwuy BuAHMK
[lotene

'Buxcre ,,[IpoTusonokazanus”
*3a noseue nHpopMaLus, BHkTe ,,CnienManHy npeaynpexxaeHUs U NpeanazHy MEpKHU npu ynorpeba”
' He e ycTaHOBeHa NPUYHUHHO-CIEACTBEHA BPBL3Ka ¢ ynorpefaTa Ha AHAPOKYP
[Tpy nauMeHTH, KOUTO ca Ha Tepanys ¢ AHAPOKYP, MMOMAOTO M NOTEHTHOCTTA ¢a HAMAJIEHH, a PYHKUHATA Ha
FOHaJAHTE € NOTHCHATa. Te3n npomMeHn ca obpaTuMH ciel NpeycTaHOBABaHE HA TEPanHsATa.

B npoatykeHue Ha HAKOAKO ceAMHUH AHApokyp [eno noTucka cnepMaToreHesara B pe3y/TaT Ha
aHTHAHAPOr€HHOTO U AaHTHMOHAAOTPOIHO AciHcTBUE. CnepMaToreHe3ara ce Bb3CTAHOBABA NOCTENEHHO,
HAKOJIKO Mecela Cliefl MpeyCcTaHOBABAHE Ha NEYEHHETO.

Anapokyp Meno npeaussukea ruHekoMacTHa (MNoHAKOra B KOMOMHALMA C YyBCTBUTE/THOCT MPH JOKOCBAHE
HA MaMWIUTE), KOATO OOMKHOBEHO OT3BYYaBa Cllel MPEKPATABAHE Ha ynoTpebaTa My.

[Tono6HO HA BCAKO AHTHAHAPOFEHHO JICHEHHE, ABLJIrOTPaiHOTO NOHWKEHHUE HA aHAPOTEHHTE MOXKE 13
A0BEAE A0 OCTEOnopo3a.

CvoOluapa ce 3a nospa Ha MEHHHIHOM (EAMHHYEH HIIH MHOXECTBEH) BLB BPB3Ka ¢ ynotpeda Ha
LIMITPOTEPOHOB aueTart (BXK. Touka 4.4).

HM3nonseana e nai-noaxoaswara MedDRA repmunonornysa sepcus (B.8.0) 3a onuceaHe Ha onpeaesieHH

P€aKLHH. TexHHTE CHHOHHMH U CBBLP3aHH CBbCTOAHHUA HE Ca HSGPOBHH, HO TpﬂﬁBa Aa CC HMAT CBHLLUO B

npeaBHA.

Crobluasade Ha NOAQ3IHPAHH HEXKEJIAHH PeakliMu
CpoOlaBaHeTO Ha NOJO3MPAHH HEXKENAHU PeakLMy ciiel paspellaBsaHe 3a ynotpeba Ha 1eKapCcTBeHHs
MPOAYKT € BaXKHO. TOBa NO3BOMNABA A4 MPOABILKH HAOMIOAEHHETO Ha CHOTHOLIEHHETO MOJ3a/pHCK 3a

JEKapCTBEHUA NMPOAYKT. OT MEAMLIMHCKHTE CIIELHAMCTH C€ H3UCKBA Ja CbhoOLIaBaT BCAKA N0A03WpaHa

HexXeslaHa peakuusa upes
HM3nbaHUTENHA areHLHA MO JIEKapCTBaTa
yn. ,,Jamsx ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcaiit: www.bda.bg

4.9 IIpeno3upane




HPO}"IBEHHHTﬁ 3a OCTpa TOKCHYHOCT CNE NpyHiaraHe Ha €AHHHYHA 1033 LHUTIPOTCPOHORB aLICTAT,
NEKAPCTBCHOTO BEUICCTBO Ha AH,[IPOKyp ,HCHO, NOKa3Bar, 4e TOH € NPAKTHYECKH HCTOKCHYCH. He ce ouakpa

PHCK OT OCTPO OTpaBAHE <Nl CAHHHYCH HHUHUACHTCH NIPpUEM Ha 1034, MHOIOKpaTHO Npcayuulasalla
npenoppvyaHaTa neyebHa no3a.

5. ®APMAKOJIO'NYHH CBOHMCTBA

5.1 @apMaxkoIHHAMHYHH CBONCTBA
QapmakoTepanesThyHa rpyna: Autdaiaporedu, ATC koa: GO3HAOQI
AHApOKYp Jlero e aHTHaHApOreHEH XOPMOHAIEH NPOAYKT.

[Ipn neuenne ¢ AHapokyp, HamansaBa JTMOUAOTO U NOTEHTHOCTTA, a TOHAHATA (PYHKLMS € YACTHYHO
uexubupana. Te3u npoMeHH ca 0OpaTHMH chea CnypaHe Ha JIEYEHHUETO.

LiMnpoTepOHOBHAT aLeTaT KOHKYPEHTHO NOTHCKA eEeKTa Ha aHAPOTreHHTE B TAPreTHHTE OPraHH, Hanp. HMa
3alIMTEH e()eKT BbpPXY NMPOCTATaTa OT ACHCTBHETO Ha aHPOTEHHTE, NMPOHIIH3ALIUHN OT FOHAAUTE W/HUIH OT
KopaTa Ha HanOBOpeUuHHTE He3H.

LIMNpoTEpOHOBHAT aUETaT UMa LEHTpaleH HHXubupall edekr. AHTUrOHaATOTPONMHHUAT €(EKT BOAU 10
HAMAaIABAaHE HA TECTOCTEPOHOBATA CUHTE3A B TECTUCUTE M CHOTBETHO JI0 PEAYKLIMA Ha CepyMHaTa
KOHLIEHTPALUA Ha TECTOCTEPOHA.

[Tpu yrnorpeba Ha BHCOKH 103H LIHNIPOTEPOHOB aueTar ce Habmoaasa BpeMeHHa TEHAEHUHA KbM ¢1abo
MOKa4BaHE Ha MPOJAKTHHOBHTE HHMBA.

MeBuHrHom

B13 oCHOBa Ha pe3ynTaTH OT KOXOPTHO E€MHAEMHOIIOTHYHO MpoyuBaHe, npoeeseHo BB OpaHuus, ce
Habnonasa Bpb3ka MEXIY LKITPOTEPOHOB aLETaT U CyYaH Ha MEHHHTHOM, KOSTO € B 3aBUCHMOCT OT
KyMyJnaTHBHaTa no3a. Tosa npoyusaHe e 6azupaHO Ha NaHHH OT PPEHCKHUA 30PaBHOOCUTYPHTENEH POHI
(CNAM) n Bmousa nonynauus ot 253 777 xenu, nanonssamu 50 — 100 mg Tabnerku uMNpoTepoH.
ClyyanuTe Ha MEHWHTHOM, JIEKYBAHH XHUPYPIrUUHO WIH 4pe3 JILYEICUEHHE, Ca CPaBHEHH MEXY JKEHH C
€KCTIO3ULIHA Ha BUCOKH J03H LMITPOTEPOHOB aLETaT (KyMYJIaTHBHA 1032 >3 g) M KEHU, KOWTO ca HMaJlu
HUCKA EKCMO3HLMSA HA LMITPOTEPOHOB aLETaT (KyMynaTuBHa no3a<3 g). JleMoHcTpupaHa € Bpb3ka MEXAY
KyMYJIATHBHATA A034 H OTTOBOpA.

Kymynaarusxa 103a
HOPOTEPOHOB ALIETAT

YecToTa Ha 3aboneBaemocT (B
NAlHEeHT-TOAHHH)

HR.q (95% CD) *

Hucka excnozuums (<3 g) 4,5/100 000 Ref.

Excno3uuus >3 g 23,8/100 000 6,6 [4,0-11,1]
12n036g 26/100 000 6,4 [3,6-11,5]
36 no60 g 54,4/100 000 11,3 [5,8-22,2]
noseue ot 60 g 126,1/100 000 21,710,8-43,5]

a KOPHI‘HPHH& Bb3 OCHOBA HAa Bb3pacCTTa KaTO 3aBHCHMA OT BpPEMETO MPOMCHIIHBA H HATHYHETO Ha €CTPOIcH

NnpH BKNHOYBAHC

KyMynaTusHa no03a 12 g HanpuMep MoKe Aa OTroBaps Ha €Ha roauHa nevyeHde ¢ 50 mg/nex 3a 20 guu

BCEKH MECCLI.

5.2 (@DapMakOKHHETHYHH CBOHCTBA

Abcopbiius

Cnen HHTpaMyCKYJIHO NPUIOKEHHUE LIMITPOTEPOHOB aLETaT ce ocBoboXkaasa 6aBHO

HHTPaAMYCKYJTHOTO 4€N0.




AbconoTHaTa OHOHATHYHOCT Ha LHIOPOTEPOHOB ALUETAT CJI€EL HHTPAMYCKYTHO MPUI0XKEHHUE MOXKE 1a CC
NMPHEMC 34 IMTJIHA.

Pasnpeaenenue

MakcumanHta cepymHa koHueHTpauus 180 + 54 ng/ml ce goctura 3a okono 2-3 aHu. Cnexn ToBa cepyMHaTa
KOHUEHTPaUHA Ce NMOHKWXKABA C TEPMHHANEH MONYXKHUBOT 4 £+ 1.1 OHM. TOTATHUAT CEPYMEH KJIUPBLHC Ha
UMnNpoTepoHoB auerar € 2.8 £ 1.4 mi/min/kg.

LiMnpoTepoHOB aueTarT € NouTH H3LAN0 CBbp3aH ¢ naasmeHus andymuH. Okono 3.5-4% ocraBa HeCBbp3aH.
Tvit kaTo NMPOTEHHHOTO CBBLP3BAHE € HECNEUHPHYHO, MpoMeHHTe B koHIeHTpauuaTa Ha SHBG (rnobynun
CBBLP3BALL NOJIOBUTE XOPMOHH) HE BNIHAAT BbpXy PapMaKOKMHETHKATA HA LMIIPOTEPOHOB ALIETAT.

[Topaaun ABJArUA MONY)KMBOT Ha TEPMHHAMHATA AMCMO3WLIMOHHA (a3a B nna3maTa (cepyMa) M 7 NHEBHHUSA
WHTEpPBAN Ha fO3UpaHe, NPK MOBTOPHO MPHJIOKEHHE MOXKE [l Ce 0HAKBA aKyMYJIMpaHe Ha LIMNIPOTEPOHOB
auerar 8 cepyMa. PaBHOBECHO CBCTOAHHE MEXAY OCBOO0XKAABAHETO MY OT AENOTO U €JIHMHHUPAHETO MY
MOXE J1a C& OYAKBa CJIEA S CeMULH.

buotpaHcdopmarims
LiunpoTepoHOBHAT aueraTt ce MeTaboONH3Kpa MO Pa3NUUHK HAUHHH, BIUTIOUHTEIHO XWAPOKCHIHPAHE H
KOHIOrupaune. ['naBHHAT MeTabonuT B YoBeLIKkaTa rnasma e 15B3-xunpokcu cbenquHenue. [pes daza 1

LIMNPOTEPOHOBHS alleTaT NPeMHHABA NPe3 KaTANUTHYEH MeTaboIM3BM C YHacTHe Ha UHTOXpoM P450 eHauma
CYP3A4.

EnnmuHupaHe
H3BecTHa YacT OT NIpHNOKEHATa 4034 CE EKCKPEeTUPa HEMPOMEHEHA B *bukaTa. [To-rongmara wacr ce
eKCKpeTHpa noa popma Ha MeTaboJIUTH B YPHHATA K (PEKATHHTE.

5.3 [Ipeaxk/IHHHYHH AaHHA 3a 6€30NACHOCT

Cucmemnua moxcuunocm
M3xoxaaiky OT NpeAKIIMHHYHK aHHH, Da3Mpasy Ha KIIMHUYHU NPOYYBAHHS 38 TOKCHYHOCT NpH
MHOTOKPaTHO NMPHIOKEHHE, HAMa cnellMduLeH pHCK NpH Xopa.

Penpodyxkmuena moxkcuurnocm

BpeMeHHOTO NoTHCKaHE QEPTHNMTETA HA MBXKKH TUTbXOBE, NPEAH3BHKAHO OT €XKEAHEBHO NEPOPATTHO
TPETHPAHE B HUKaKbB cnydail He MOKa3Rra, ve JieueHHeTo ¢ AHApoKyp Jeno Moxe na npeau3BUKa NPOMEHH B
CTIEPMATO30HUNTE, KOUTO OMXa MOIJIH Ja AOBEAAT A0 MandopMaliMi UM NOHWXKaBaHe Ha GepTUIHTETA B
KOTH/I0TO.

I'enomoxcuunocm u KanuepozenHocm

[TepBHTE NPU3HATH TECTOBE 32 FEHOTOKCHYHOCT, MPOBEACHH C UMMNPOTEPOHOB aLIETAT, €8 OTPKLATEHH, HO
MoO-HATATBLUHKWTE TECTOBE MOKA3BAT, Ye TOH MOXe Aa npean3Buka pasknonenus B JIHK (1 ypennuenue Ha
pecraspauoHHaTa akTMBHOCT Ha JJHK) B uepHoapobHHTE KeTku OT mIbXoBe H MalMYHH, KaKTO M B
NPACHO U3OJHPEHH HOBELUKHK XENaTOUMTH, KaTo HUBOTO Ha JIHK pasknoHeHHATa B XenaToUHTH HA Kyue €
MHOT'O HHUCKO.

O6bpa3yBaHeTo Ha oTknoHeHua B JIHK ce nonyuyasa npu koHUEeHTpal|H, KOUTO MOTAT Aa ce Habaroaasar
NPH NPHUEM HaA NPENOPHYAHATA 4034 LUMPOTEPOHOB aLeTaT. EAHO OT NOCAEACTBHATA HA JIEYEHHETO C

HﬂpHDﬂpOﬁHH JIC3HH C IPOMCHCHH KIICTbYHH CH3IUMH NPH XKCHCKH TUVTEX0BE K NMOBUHUICHA
HECTOTA MNPH TPAHCTCHHH TUTBbXOBE HOCCIIH SampHﬂHeH rCH KaTO MUILICHA 3a MYTAllHHU

KiuHHUHUTE W3NMUTBAHUA AOCEra He NMOTBBpPXKIAABAT YBC/IHHCHATA YCCTOTA HA NMOABA H

TYMOpPH NPH XOpa, KAKTO U U3CJIE1IBAHNATA 338 TYMOPOreHHOCT Ha LIMIIPOTEPOHOB aLIETa
rpU3ay4yM, HE NOKA3BAT NPH3HALIM Ha CnelH(HYEeH TYMOPOTreHeH NOTEHLMAI.
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Bce nak TpﬂﬁBa da CC UMa Npeasna, HEC NOMOBHTEC XOPMOHH MOTraT Aad NpeIH3BHKAT pa3pacCTBaHE HA HAKOH
XOPpMOHANHO 3aBHCHMH ThKaAHHU U TYMOPH.

KaTo usjio HAUIHYHUTE TOKCHKOJOTHYHH HAXOAKH HE JABAT OCHOBAHHE 34 OTXBBPJIAHEC Ha ynomeﬁara Ha
AH,D,pOI(yp nApH XO0pa, ako €€ N3Nnoniea CLOGP&BHD NnokKa3aHHUATa U B NNIPECNOPBHAHUTE JO3H.

EkcriepMMeHTanH1Te TeCTOBE MOKa3BaT ePeKT, noaobeH Ha TO3KW Ha KOPTUKOMAMWTE BLPXY Haa0bLOopeyHnTeE
AKJIE3H HA NNBXOBE U KYU€ETa CJIE] NO-BHCOKH [03H, KOETO MOACKA3BA Bh3MOXHOCTTA OT NOJA0OHH edeKTH
NPY XOpa, TPETUPAHM ¢ MakcuMasHa ao3a 300 mg nHeBHO.

6. ©GAPMAIEBTHYHHU JAHHH

6.1 CouchKk HAa TOMOIHHTE BelllecTBa

PUUMHOBO MACTIO 32 HHKEKLIMU
BeH3unben3oar

6.2 HecnBMECTHMOCTH

I'lopa,uu JINNCa Ha MpOY4YBaHHA 34 CLBMECTHMOCT, TO3H JICKAPDCTBEH NPOAYKT HE TpilﬁBa Aa c€ CMECBa C
APYTrd NCKApCTBCHH NPpOAYKTH.

6.3 Cpoxk ma rogrocT
5 rOAMHH
6.4 Cneuwains ycJI0OBHS HA CbXpaHeHHe

To3u JICKAPCTBCH IMPOAYKT HC H3HCKBA ClIEHANTHHA TEMNIEPATYPHU YCIIOBHA HA ChXPAaHCHHE. JIEI, CC CbXpaHABa
B OpHUIrHHaJIHATa ONAaKOBKA, 3a [1a CC Npcanasyv oT CBETIIUHA.

6.5 BHa H chAbLpPXKARHE H2 ONAKOBKATA

AHApOKYp Jieno ce npeaocTaBs B aMIyJIK ¢ UBAT Ha kexsiubap ot 3 ml, cTski10 THN |, onakoBaHu no Tpu
aMAyJ/I1 B KAPTOHEHA KYTHA.

6.6 Crnennan sy NpeAnazHA MEPKH NPH H3XBbLPJIsSIHE

Ha ce cbxpaHsgBa Ha MACTO, HEJOCTBLITHO 3a Aela.

HeusnonzpaHHAT NPOAYKT WAKX OTNAABYHHTE MaTepHand OT Hero TpsbBa Ja ce U3XBBPIAT B ChOTBETCTBHE C
MECTHHTE U3HCKBAHMS.

7. [MPUTEXATEJ HA PA3ZPEIHEHHNETO 3A YIIOTPEBA

Advanz Pharma Limited
Unit 17, Northwood House

Northwood Crescent
Dublin 9, D09 V504, Upnanaus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Peructpaunoner Homep: 20000273
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9. JATA HA IIBPBO PAZPEIIABAHE/TIOTHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Jara Ha mbpBO pazpewasade:; 08 ronu 2000 r.
JlaTta Ha nocnenHo noaHoBsBaHe: 12 maii 2011 r.

10. JATA HA AKTYAJIMIHPAHE HA TEKCTA

MM/ITITT
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